WO 2004/022746 



PCT/GB2003/003860 

10/526479 



mRNA 



promoter library 



promoter library 



rep A 
protein 



ribosome 



J^5\ ^library 
Q ^>c?peptide 






rep A 



1. Paused 
RNA polymerase 




V 



2. C-terminal repA 
interaction with CIS 



rep A 



library 
de 



protein zfSft c^^?***' 



repA 



CIS 



3. repA binding 
to ORI 



on 




Figure 1 



1/7 



WO 2004/022746 



PCT/GB2003/003860 

10/526479 



mRNA 



C-terminus 
of repA 
. proteir 



ri bo sortie 



promoter library 



DNA binding 
protein 



V 



promoter library 




library 
^•Jpeptide 



cis target DNA 
sequence 



C-terminal repA 
interaction with CIS 



DNA binding 
protein 



library 
eptide 



C-terminus 
of repA 
protein 



CIS 




DNA binding 

domain binding to target 



Figure 2 



2/7 



WO 2004/022746 



PCT/GB2003/003860 

10/526479 



mRNA 



promoter tag 




C-terminus 
of repA 
protein- 



tag 



5. *— 



ribo^omeX 



random DNA binding 
protein library 



v cis known target 
DNA sequence 



C-terminal repA 
interaction with CIS 



specific DNA 

binding protein tag 

aeptide 



promoter 



specific DNA binding 
protein library member 




DNA binding 
domain binding to 
target sequence 



OR 



e 1 f* 



NON-specific DNA 
binding protein 



free DNA with 

no protein attached 



Figure 3 



3/7 



WO 2004/022746 



PCT/GB2003/003860 



10/526479 



promoter tag 



library 



C-terminus 
of repA 
protein 




mRNA 



bi-specific 
binding molecule 



V 



ribosome i 




8 



promoter tag 



library 



C-terminus 
of repA 
protein 





bi-specific 
binding molecule 



C-terminal rep A 
interaction with CIS 




promoter tag 



library 



DNA binding region 



Figure 4 



4/7 



WO 2(104/022746 PCT/GB2003/003860 

1Q/526VT9 



1 2 2 3 3 




1 2 3 4 5 6 7 8 

Figure 6 

5/7 



WO ->004/<P*>746 PCT/GB2003/003860 

10/52647 



4 
3.5 - 

3 - 
2.5 



in £ 



o 
w> 
-a- 

a 

o 1.5 
1 

0.5 J t 
0 



I I I I I I 



B 



Figure 7 



2 - 

1.5 - 

1.6 - 
1.4 - 
1.2 - 

1 - 
0.8 - 
0.6 - 
0.4 - 
0.2 - 

0 - 



□ anti-V5 

□ anti-ACTH 



B 



Figure 8 



6/7 



WO 2004/022746 , . PCT7GB2003/003860 

10/52647 

■ Ovalbumin 




A B C D E 



Figure 9 



A B CD 




Figure 10 



7/7 



